Dear editor
We read with great interest the review article titled "Wilderness medicine at high altitude: recent developments in the field" by Shah et al. 1 The authors have comprehensively summarized the recent advances in the field of high altitude medicine relevant to sports and travel medicine. However, Shah et al have described potential drugs for management of high-altitude illnesses, such as acute mountain sickness (AMS), high altitude cerebral edema, and high altitude pulmonary edema (HAPE) as one group under the section "Novel drug treatment for AMS". The pathophysiologies of these two sets of diseases (AMS/high altitude cerebral edema as one and HAPE as another set) are different 2 and hence it would have been nice to have had the novel drugs described separately to elucidate the therapeutic approach for the two different classes of diseases. Shah et al have highlighted the possible beneficial use of dietary nitrate supplementation (as a source of nitric oxide [NO]) in AMS, but drugs such as inhaled NO and prostaglandin (Iloprost) for HAPE deserve a mention in this list of potential therapeutic agents. 3,4 Anand et al have suggested significant beneficial effects of inhaled NO in HAPE patients. 3 Iloprost in combination with NO has been found to decrease pulmonary arterial pressures in HAPE-susceptible individuals. 4 Although, the latest guidelines on prevention and treatment of HAPE by the Wilderness Medical Society do not include these drugs, this is probably due to the limited work done on these drugs under field conditions of high altitude. Shah et al have also emphasized on specific phosphodiesterase type 5 inhibitors as potential therapeutic agents for AMS and HAPE. However, an expert panel from the Wilderness Medical Society do not recommend the use of phosphodiesterase type 5 inhibitors for AMS, but the same can be used for prevention (recommendation grade: 1C) and treatment (recommendation grade: 2C) of HAPE. 2
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Dear editor
We would like to thank Sikri and Bhattacharya taking the time to consider our review.
We believe our narrative is clear that acute mountain sickness and high altitude pulmonary edema are separate pathologies. The aim of this review was to highlight topical issues around high altitude medicine, not a systematic review of all of the data; thus we elected to group discussion on all novel treatments into a single section on medications.
We accept the theoretical benefits of inhaled nitric oxide (NO) or prostaglandins, but we have tried to focus the review on concepts directly relevant to the journal's readership. The method of delivery of inhaled NO, as described in the studies cited by Anand et al 1 and Maggiorini et al 2 is not practical outside a dedicated medical facility. Furthermore, the studies cited are over 15 years old. This review is discussing recent advances in the field and as there have not been any further studies conducted on inhaled NO, this did not fall into the remit of our review.
We included discussion about phosphodiesterase type 5 inhibitors as they are topical with recent studies investigating their utility at high altitude, and we believed the journal readership are likely to be asked about these. We have not contradicted published guidance on the use of phosphodiesterase type 5 inhibitors, but have discounted any recent evidence for their use.
